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Restriction is required under 35 U.S.C. 121 and 372. 

This application contains the following inventions or groups of inventions which 
are not so linked as to form a single general inventive concept under PCT Rule 13.1 . 

In accordance with 37 CFR 1 .499, applicant is required, in reply to this action, to 

elect a single invention to which the claims must be restricted. 

Group I, claim(s) 1-5, 11 -1 7, 22 and 23 drawn to a transgenic nonhuman animal 
expressing at least one transgene comprising a DNA sequence encoding an APP-Arctic 
mutation and a transgene comprising a DNA sequence encoding an presenilin mutation 
associated with Alzheimer's disease, wherein the endogenous APP is non-expressive, a 
method of making the nonhuman animal and a method of screening using the 
nonhuman animal. 

Group II, claim(s) 1-4, 6, 11-16, 18, 22 and 23, drawn to a transgenic nonhuman animal 
expressing at least one transgene comprising a DNA sequence encoding an APP-Arctic 
mutation and a transgene comprising a DNA sequence encoding an apoE mutation, 
apoJ mutation or ACT mutation associated with Alzheimer's disease, wherein the 
endogenous APP is non-expressive, a method of making the nonhuman animal and a 
method of screening using the nonhuman animal. 

Group III, claim(s) 1-4, 7-9, 11-16, 19, 20, 22 and 23, drawn to a transgenic nonhuman 
animal expressing at least one transgene comprising a DNA sequence encoding an 
APP-Arctic mutation and an another APP mutation associated with Alzheimer's disease, 
wherein the endogenous APP is non-expressive, a method of making the nonhuman 
animal and a method of screening using the nonhuman animal. 

Group IV, claim(s) 1-5, 10-17, 22 and 23 drawn to a transgenic nonhuman animal 
expressing at least one transgene comprising a DNA sequence encoding an APP-Arctic 
mutation and a transgene comprising a DNA sequence encoding an presenilin mutation 
associated with Alzheimer's disease, wherein the endogenous APP is non-expressive, 
and further comprising a disruption in a neprilysin or insulin-degrading enzyme gene, a 
method of making the nonhuman animal and a method of screening using the 
nonhuman animal. 

Group V, claim(s) 1-4, 6, 10-16, 18, 22 and 23, drawn to a transgenic nonhuman animal 
expressing at least one transgene comprising a DNA sequence encoding an APP-Arctic 
mutation and a transgene comprising a DNA sequence encoding an apoE mutation, 
apoJ mutation or ACT mutation associated with Alzheimer's disease, and further 
comprising a disruption in a neprilysin or insulin-degrading enzyme gene, wherein the 
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endogenous APP is non-expressive, a method of making the nonhuman animal and a 
method of screening using the nonhuman animal. 

Group VI, claim(s) 1-4, 7-9, 10-16, 19, 20, 22 and 23, drawn to a transgenic nonhuman 
animal expressing at least one transgene comprising a DNA sequence encoding an 
APP-Arctic mutation and an another APP mutation associated with Alzheimer's disease, 
and further comprising a disruption in a neprilysin or insulin-degrading enzyme gene, 
wherein the endogenous APP is non-expressive, a method of making the nonhuman 
animal and a method of screening using the nonhuman animal. 

Group VII, claim(s) 1-5, 11-15, 17, 22 and 23 drawn to a transgenic nonhuman animal 
expressing at least one transgene comprising a DNA sequence encoding an APP-Arctic 
mutation and a transgene comprising a DNA sequence encoding an presenilin mutation 
associated with Alzheimer's disease, wherein the endogenous APP is expressive, a 
method of making the nonhuman animal and a method of screening using the 
nonhuman animal. 

Group VIII, claim(s) 1-4, 6, 11-15, 18, 22 and 23, drawn to a transgenic nonhuman 
animal expressing at least one transgene comprising a DNA sequence encoding an 
APP-Arctic mutation and a transgene comprising a DNA sequence encoding an apoE 
mutation, apoJ mutation or ACT mutation associated with Alzheimer's disease, wherein 
the endogenous APP is expressive, a method of making the nonhuman animal and a 
method of screening using the nonhuman animal. 

Group IX, claim(s) 1 -4, 7-9, 11-15, 19, 20, 22 and 23, drawn to a transgenic nonhuman 
animal expressing at least one transgene comprising a DNA sequence encoding an 
APP-Arctic mutation and an another APP mutation associated with Alzheimer's disease, 
wherein the endogenous APP is expressive, a method of making the nonhuman animal 
and a method of screening using the nonhuman animal. 

Group X, claim(s) 1-5, 10-15, 17, 22 and 23 drawn to a transgenic nonhuman animal 
expressing at least one transgene comprising a DNA sequence encoding an APP-Arctic 
mutation and a transgene comprising a DNA sequence encoding an presenilin mutation 
associated with Alzheimer's disease, wherein the endogenous APP is expressive, and 
further comprising a disruption in a neprilysin or insulin-degrading enzyme gene, a 
method of making the nonhuman animal and a method of screening using the 
nonhuman animal. 

Group Xi, claim(s) 1-4, 6, 10-15, 18, 22 and 23, drawn to a transgenic nonhuman animal 
expressing at least one transgene comprising a DNA sequence encoding an APP-Arctic 
mutation and a transgene comprising a DNA sequence encoding an apoE mutation, 
apoJ mutation or ACT mutation associated with Alzheimer's disease, and further 
comprising a disruption in a neprilysin or insulin-degrading enzyme gene, wherein the 
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endogenous APP is expressive, a method of making the nonhuman animal and a 
method of screening using the nonhuman animal. 

Group XII, claim(s) 1-4, 7-9, 10-15, 19, 20, 22 and 23, drawn to a transgenic nonhuman 
animal expressing at least one transgene comprising a DNA sequence encoding an 
APP-Arctic mutation and an another APP mutation associated with Alzheimer's disease, 
and further comprising a disruption in a neprilysin or insulin-degrading enzyme gene, 
wherein the endogenous APP is expressive, a method of making the nonhuman animal 
and a method of screening using the nonhuman animal. 



The inventions listed as Groups l-XII do not relate to a single general inventive concept 
under PCT Rule 13.1 because, under PCT Rule 13.2, they lack the same or 
corresponding special technical features for the following reasons: At the time of filing 
the art taught double transgenic mice expressing both APP FAD mutations 717 and 
670/671 (Chishii, page 21564). Also the art taught expression of a DNA sequence 
encoding the APP-Artic mutation in transfected resulted in amyloid fibril production 
(Nilsberth, page 890). 

Applicant is reminded that upon the cancellation of claims to a non-elected 

invention, the inventorship must be amended in compliance with 37 CFR 1 .48(b) if one 

or more of the currently named inventors is no longer an inventor of at least one claim 

remaining in the application. Any amendment of inventorship must be accompanied by 

a request under 37 CFR 1 .48(b) and by the fee required under 37 CFR 1 .17(i). 

/Deborah Crouch/ 

Primary Examiner, Art Unit 1632 



December 13, 2008 



